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(efavirenz) capsules and tablets 
DESCRIPTION 
SUSTIVAO (efavrrenz) IS a human rmmunodefrcrency vrrus type 1 (HIV-l) specrfrc, non-nucleosrde, reverse tran- 
scnptase mhrbdor (NNRTI) 

Capsules. SUSTIVA IS awlable as capsules for oral admrmstrahon contarnmg either 50 mg, 100 mg, or 
200 mg of efawrenr and the tollowmg macbve rngredrents lactose monohydrate. magnesrum stearate. sodrum 
iaurvl sulfate. and sodium starch olvcolate The caosule shell contams the followina rnacltve maredrents and dves 
gelatin. sodium lauryl sulfate. trt&rm @oxide. and/or yellow rron oxrde The caps& shells may also conta~n~srh- 
con droxrde The capsules are printed with mk contammg carmine 40 blue, FO&C Blue No 2, and tdamum dioxide 

Tableta: SUSTIVA IS avadable as film-coated tablets for oral admuwtration contaming 600 mg of efavlrenz 
and the followmg rnactwe mgredrents croscarmellose sodrum, hydroxypropyl cellulose, lactose monohydrate. 
magnesrum stearate, mrcrocrystalhne cellulose. and sodwm lauryl sulfate. The fdm coahng contams Opadry’ 
Yellow and Opadv Clear The tablets are pohshed wdh carnauba wax and pnnted with purple Ink. Opacode” WB 

Efavwenz IS chemrcalty described as (S)~6-chloro-4-(cyclopropylethynyl)-l,4-drhydro-4-(trrfluoromethyl)- 
2H-3.1.benzoxazrn-2-one 

Efavrrenz has been shown to Induce P450 enzymes, resulting rn the induction of Its own metabolrsm 
Multiple doses of ZOO-400 mg per day for 10 days resulted m a lower than predrcted extent of accumulabon 
(2’2-42% lower) and a shorter termmal half-hfe of 40-55 hours (smgle dose half-kfe 52-76 hours) 

Effmfoaflon: Efawrenz has a termmal halt-hfe of 52-76 hours after single doses and 40-55 hours after mul- 
trple doses A one-month mass balance/excretron study was conducted usmg 400 mg per day with a “C-labeled 
dose admimstered on Day 8. Approxrmately 14.34% of the radiolabel was recovered in the urine and 16.61% 
was recovered m the feces Nearly all of the urmary excretion of the radiolabeled drug was m the form of metabo- 
lutes Efavrrenz accounted for the majorrty of the total radroachvdy measured rn feces 
Spasial PopulatIona 

Hepatrc Impalmwntz The pharmacokrnetrcs of efawrenz have not been adequately studied m pabents wrth 
hepabc tmpalrment (see PRECAUTIONS: Genanll 

its empmcal formula IS C14HsCIFsNO~ and 11s structural formula IS. 

t?ensllmpalnnmt:The pharmacobnehcs oi efavrrenz have not been studied rn pabents with renal rnsufi~- 
crency, however. less than 1% of efavrrenz IS excreted unchanged rn the urme, so the Impact of renal rmparrment 
on efwrenr elrmmatron should be mrmmal 

Gsndsr end Rscs: The pharmacokmebcs of efavwenz m pabents appear to be srmdar between men and 
women and among the racral groups studred 

Owialric: see PRECAUTIONS: Geriatric Use 
Padlefrfcr: see PRECAUTIONS: Pediatric Uss 
Drug Inlsnctlom (see also CONTRAINDICATIONS and PRECAUTIONS: Drug Intaractlonr) Efawrenz has been 

shown rn vwo to cause hepatrc enzyme mducbon. thus mcreasmg the tnotransformabon of some drugs metabo- 
lkzed by CYP3A4 In vrfrostudres have shown that efavrrenz mhrbded P450 rwymes 2C9, 2Cl9. and 3A4 wrth K, 
values (8 5-17 PM) m the range of observed efaweru plasma concentratrons In 10 vitro studres. efavrrenz drd not 
mhrbd CYPZEl and rnhrbrted CYPZD6 and CYPlA2 (K, values 82-160 pM) only at concentrabons well above those 
achieved ckmcally The effects on CYP3A4 achvity are expected to be sundar between ZO&mg, 400.mg, and 
600.mg doses of efawenz Coadmrmstrabon 01 efavrrenz wrth drugs pnmanly metabnlued by 2C9.2C19, and 3A4 
rsozymes may result m altered plasma concentrahons of the coadmmrstered drug Drugs whtch Induce CYP3A4 
actrvrty would be expected to mcrease the clearance of efavrrenz resulting rn lowered plasma concentrabons 

Drug mterachon studres were performed wdh efavlrenz and other drugs lkkely to be coadmlnrstered or drugs 
commonly used as probes for pharmacokrnebc Interactron The effects of coadmunstrabon of efavrrenz on tte 
AUC and C,,, are summarized m Table 1 (effect of efawrenz on other drugs) and Table 2 (effect of other drugs 
on efavrrenz). For mformabon regardmg clrnrcal recommendations see PRECAUTIONS: Drug Interactions 

Tabta 1: Effecl al Efavlranz on Coadmlnhtand Orog Plasma C, and AUC 
Coadminlstsral Drop 

IX change) -___.-.- 
:oadmmrsterad Efavirsnr Number of L, AIJC 
2.. Dose Dora Sobtects .--~----.- (meanI@% CII) (mea 190% CO! 
\ta2alWil 400 mg qd wdh a 600 mg qd 27 

Ikght meal d l-20 
1 (59%) 1 (74%) 

wrth a lrght 
mea d 7-20 

149.67%) [68-78%] 

Efavuenr is a whrte to slrghtly pmk crystallure powder wrth a molecular mass of 315 68. It IS practically 
msoluble m water (~10 pg/mLI 

MICROBIOLOGY 
Mechanism of Action 

Efavrrenz (EFV) rs a non-nucleoside reverse transcnptase mhrbdor (NNRTI) of human rmmunodefw?ncy 
vrrus type 1 (HIV-l) EFV acbvdy IS medrated predominantly by noncompehbve mhtbdron of HIV-l reverse tran- 
scnptase (RT) HIV-2 RT and human cellular DNA poiymerases n. p. y, and bare not Inhibited by EFV 

Antlvlrat Activity In Vllro 
The concentratron of EFV rrrhrbrbng rn vitro repkcabon of wild-type laboratory adapted strams and chmcal rso- 

Ia& by 90.95% (IC~.~) ranged from 1 7 to 25 nM m lymphoblastald cell t&s, QetlQheral blood mononuctear 
cells (PBMCs). and macroQhane/monocvte cultures EN demonstrated anbvrral actlwtv agamst most non-clade 
B Isolates (su’btypes A, AE. Ai, C. 0. F, b, J. N). but had reduced antrvrral actrvrty agamst group 0 vrruses EN 
demonstrated addrbve antrvrral actrnty without cylotoxrcdy agamst HIV-l rn cell culture when combmed wrth the 
NNRTls delavrrdme (OLVI and nenrapme (NVP). NRTls (abacavrr. drdanosme. emtncdabrne. lamwudrne [LAM], 
stavudme, tenofovrr. zalcdabme, 2ldovudme [ZOV]). Pls (amprenawr. indmaw [IOV], lopinawr, nelfmawr, rdonavrr. 
saqumavrr). and the fwon mhrbitor enfuwirde EFVdemonstrated addtbve to antagonistic antwal acbvrty K) vilro 
wdh atazanavlr EN was not antagomsbc wth adefour, used for the treatment of heQabtiS B vrrus mfectlon. or 
nbavinn. used m combmatron with mterferon for the treatment of hepahbs C vrrus mlecbon 

qd ,300 mg 
7-20 wrth 

10 qd mg 
2 h after 

atazanavlr and 

13 1 (14%) t (39%)’ 
[I 17-r 58X] [Z-88%3 

4tz,mg qd d l-6, 60 

d 
rilonaw 1W mg r1tonaw 

qd and a IrgM meal d 7-20 -..~--___..-.--.- .---- --- ~~-.--..--__- 
ndrnawr 1000 mg 600 mg 20 

q8h x 10 days x 10 days 
After morning dose 

Aller afternoon dose 

After evenrng dose 

.OpMMd 
,llO~~Yl, 

4ooJtoo mg 
ql2h x 9 days 

600 mg 
x 9 days 

Resistance 
In vilro: HIV-l Isolates wth reduced susceptrbrkty to EFV (>380.fold mcrease In ICoo value) emerged raptdly 

under rrr vdro selectron Genotyprc characterrzabon of these vtruses identified mutabons resultrng m smgle 
anlrno acrd subsbtutrons LlOOl or Vl790, double subshtutions L100IN108I. and triple substdubons 
LlOOWVl79Oi Y18lC I” RT 

Clinical studies: Chnrcal rsolates wrth reduced suscepbbrhty rn ntro to EN have been obtamed One or more 
RT subsbtuhons at ammo acrd posrbons 98. 100, 101, 103, 106, 108, 188. 190, 225, and 227 were observed m 
pahents farhng treatment v&h EN rn combmatron with IOV. or wdh ZOV plus LAM The mutahon K103N was the 
most frequently observed Long-term resrstance survetllance (average 52 weeks, range 4-106 weeks) analyzed 
28 matchmg baseline and vrrologrc farlure Isolates Srxty-one percent (17128) of these fadure Isolates had 
decreased EFV suscepbbrldy 111 wtro wrth a median B&fold change m EFV suscepbblllty (ICso value) from refer- 
ence The rmost frequent NNRTI mutahon to develop m these patrent isolates was K103N (54%) Other NNRTI 
mutatrons that developed Included LlOOl (7%). KlOlE/O/R 114”b), VlOSl (11%). Gl9OSITIA (7%), P225H 
(18%). and M”3011L (11%) 

Cross-resrstance amono NNATls has been observed Clrmcal Isolates orevlouslv charactenred as EFV-resistant 
were also phenotyprcally &ant rn wfro to LlLV and NVP compared’to baseline OLV- and/or NVP-resistant 
clrnrcal vrral Isolates wrth NNRTI resrstance-assocrared substrtubons (A98G. LlOOl. KlOlUP, KlOJNiS. Vl06A. 
Y18lX. Yl88X. Gl9OX. P225H. F227L. or M230L) showed reduced susceptrbilrty to EFV rn wfro Greater than 90% 
of NRTI-resistant cl~nlcal Isolates tested NI vitro retamed suscepbbrlrty to EFV 

750 m 
q8hx7 ays r! 

[25-48%] 

600 mg 
x 7 days 

600 mg 
xlOdays 

5Wm 
2hx8 ays % 
er AM dose 

.* 
___ __-~ _‘-.:-. z-2; 

.amwudloe 150 mg 
q12h x 

!rdovudrne 300 
14 days ; 
Imp I 

qlZhx14days x 
\Idhromycrn 600 mg 4 

srople dose x 7 days 
:larrthromycm 500 m 

% 
400 my I 

ni7hr7 ays x 7 days 

600 mg 
10 days 
80 mg 
14 days 
$30 mg 
14 days 
100 mg 

1 

,4.OH *‘-“̂  
metabokte -___ ...._~ ..- K!?!?kl 

CLINICAL PHARMACOLOGY 
Pharmacokinetics 

AbsorpNon: Peak efavrrenz plasma concentrabons of 1 6-9 1 PM were attamed by 5 hours followmg smgle 
oral doses 01 100 mg 10 1600 mg admmrstered to umnfected volunteers Dose-related increases rn C, and AUC 
were seen for doses up to 1600 mg. the mcreases were less than proportional suggestmg drmrntshed absorp- 
tron at hrgher doses 

In HIV-Infected pabents at steady stare. mean C,,, mean C,,,, and mean AUC were dose proportlonal 
followmg ZOO-mg. 400.mg. and 600.mg dally doses. xme-to-peak plasma concentratrons were approximately 
3-5 hours and steady-state plasma concentratrons were reached rn 6-10 days In 35 pabents recewmg SUSTIVA 
600 mg once dally. steady-state C,, was 12 9 * 3 7 pM (mean f SO). steady-state C,,, was 5 6 f 3 2 pM, and 
AUC was 184 * 73 pf+h 

Ellecl ol Food on Oral Absorpllon: 
Capsules--Admuwtratron of a smgle GO+mg dose of elavrrenz capsules wdh a hrgh-fat/hrgh-calorrc meal 

(894 kcal. 54 g fat. 54% calories from fat) or a reduced-favnormal-calone meal (440 kcal, 2 g fat, 4% calories 
lrom fat) was assocrated wrih a mean mcrease of 22% and 17% in efavrrenr AUC, and a mean increase 0139% 
and 51% m efavrrenz C,,,. respecbvely, relabve to the exposures achieved when gwen under lasted condrbons 
(See DOSAGE AN0 ADMINISTRATION and PRECAUTIONS: lnlormatlon for Pallents) 

Jable~sAdmmrstratron 01 a smole 600-ma efavlrenz tablet wrth a hroh-fat/hrah-caloric meal (aooroxlmatelv 

:Iuconazole 2w mg 
x 7 days 

ithrnyl 
!stradrol __.--... 
.arazepam 

303 mg 
qd x 14 days --.__ 

1Omg 
single dose 

50 I!3 
single dose 

2w 
srngle dose -...-.-- _. 

Sable 

loo mg 10 
x 7 days joo mg---9--. .~ -..~-.~~ 

I (32%) i (38%) 
xlldays [Z&47%1 -- ..- - (15-4l --. 
600 11 mg x 10 days y&y ---:-- 

marntenance 
35.1W mg daily 

70 mg qd x 14 days 

400 13 mg 
xlOdays 
640 12 mg 

atOdays 
6Wmgx 11 

14-21 days 

600 mg 
14 days 
ioo mg 

_.~ .-~---L 
jertralrne 50 mg qd x 14 days t 

x 14 days -__-_____-- --..-- ALeEL .._.. 
loncowole 4W mg pa qlPhx 4w mg 1 (61%)’ 

t day then 200 mg x9days 
pa ql2h x 8 days 

f lndrcates Increase 1 lndrcates decrease ** Indrcates no change 
I compares wh Ib7an2Vlr dnn m0 0d a~0nr ..,.,. _.“_” ..-.,. .-- . ..~ ._ -.-.._ 
b Comparat or dose of rndrnavlr was 800 mg q8h Y 10 days Mean decreases m the C,,, of rndmavrr ranged 

from 39 to 57% 

dethadane 

--- 
‘aroxetrne 

c Parallel-group desrgn. n for efavwenz + Iopmavlrlrdonawr. n for loplnaVlr/rdOnaw alone 
d C,,, of lopmavrr was stgnlhcantly decreased by 39% The pharmacoklnetlcs of rltonavlr iW mg ql2h are 

unaffected by concurren! efavlrenz 
* Soft Gelahn Capsule 
f 90% Cl not avarlable 

1000 kcal, 500-600 kcal from fat) was assoc&ed wdh a 28% mcrease in meanAUC, of efavrr&‘and a 79% 
mcrease m mean C..,. of efavrrenz relative to the exoosures achieved under fasted condrbons (See DOSAGE AND .- 
ADMINISTRATION and PRECAUTIONS: Inlormatlo~ for Patlanls ) 

iJMribolion. Etawenr IS highly bound (approxuxatety 99.5-99.75%) to human plasma proterns. predoml- 
nantly albumin In HIV-1 Infected pabents (n-9) who received SUSTIVA (elanrem) 200 to 600 mg once dally for 
at least one month, cerebrospmal flurd concentrations ranged from 0 26 to 1 19% (mean 0.69%) of the corre- 
spondrng plasma concentrabon. Thus proportron IS approxrmately 3-lotd hrgher than the non-protem-bound 
(free) fractron of efawrenz In plasma 

Melabolism~studres m humans and ro !&fro studies usmo human Irver microsomes have demonstrated that 
elawrenz IS princrpally metabohred by the cytochrome P450 system to hydroxylated metabolrtes wdh subsequent 
olucuronrdahon of these hvdroxvlated metabohtes These metabohtes are essentrally mactrve agamst HIV-l The 
;n wfro sludres suggest that CYP3A4 and CYP266 are the major rsozymes responsible for efavlrenz metatxltsm 



Table 2: Elfecl of Coadminirtsrsd Drug on Efaviranz Plasma C.,, and AUC 
Etavlrettl 

Caadmmtslsred 
(R change) 

EfaVlleuZ Number al C  UC 
.o@a _ __~~~~~~ Dose Doss Subjab (mean (%A Cl)) (msan:Kl% Cl1 
lndtnavu 800 “lg 2w mg 11 

LLlPMVld 
.qeh x 14 days x 14 days 

4og’loo mg 606 mg ll,l? 
rllonavlr q12h x 9 days x 9 days 

4 ww 
[i 38-f 15%] 

Nelll”GNl 750 mg ml mg to 
q8h x 7 days x 7 days .-----. ___-- -- .-.. 

fbtanavir 500 mg 6W mg 9 : (14%) 
q12h x 8 days 

t (21%) 
xlOdays [4-X90] [lo-34%) 

i%“““’ 
1200 mg 6M1 mg 13 

q8h x 10 days x lgdays /5!;;;; b!:;;; 

Authromyc~n 6W mg 466 mg 14 
single dose xi days 

Clanlhromycrn 5w mp 400 mg 12 
q12h x 7 days 

t (11X1 
x 7 days (3-1990) 

FlUCOiWOlf 200 mg 400 mg to 
x 7 days x 7 days f$;;:f; 

Rifabuhn 300 mg 600 mu 11 
qd x 14 days x 14 days 

Rlfamprn 600 mg 600 rnf~ 12 
x 7 days 

4 (20%) 
x 7 days 

i w4 
[l l-28%) [15-36%] -___~- 

Alununum 30 n1i. 4Wmg 17 
hydroxide 400 mg. srngle dase smgle dose 
mag”esl”m  
hydroxrde 4W mg, 
plus srmethicone 40 mg 

Cetlrlzine 1Omg ~6Wmg 11 i (8901 
srngle dose x lo days (4-11X) 

Elhtoyl estrad~ol 50 PE 400 mg -13 
single dose xlQdays 

F&&n; 40 my -4wrnp 17 .a 
srogk dose smgle dose 

Paroxetrne 20 my 600 mg 12 ** . . 
qd x 14 days x 14 days 

Sertralme 50 my 6M) mg 13 t (11%) 
qd x 14 oays x 14 days [6-X%] 

Voriconazole 400 mg po q12h x 4M)mg .- t (38%)( r (44%)C 
1 day then 200 mg x 9 days 
po q12h x 8 days 

Indicates mcrease 1 Indicates decrease - lndtcales no change 
1 Parallel-group destgn. n for efav~renz + Iopltlavrrlrltonavtr. n for efavtrenz alone 
b Soft Gelatrn Capsule 
: 90% Cl not avatlable 

INDICATIONS AND USAGE 
SUSTIVA (efaurenz) tn combrnaban wfth other antuetrovlral agents IS mdrcated for the treatment of HIV-l 
mfectton Thus ntdtcabon IS based on two clrrncal trials of at least one year duratron that demonstrated prolonged 
suppress~o” 01 HIV RNA 
Dercriptlon of Studies 

Study 006, a randomized, open-label trial, compared SUSTIVA (600 mg once dally) + zidovudme (ZDV. 
300 mg q12h) + lamtvudtne (LAM, 150 mg q12h) or SUSTIVA (600 mg once dally) + indtnavtr (IDV, 1000 mg 
q8h) wtth mdntavlr (800 mg qBh) + ztdovudine (300 mg q12h) + iamtvudme (150 mg q12h) Twelve hundred 
sixty-SIX patrents (mean age 36 5 years [range l&81), LX% Caucastan. 83% male) were enrolled Ah pabents 
were efaurenz-. lamivudme-. NNRTI-, and PI-natve at study entry. The medtan basebne CfJ4t cell count was 
320 cells/mm‘ and the median baselme HIV-1 RNA level was 4 8 log,, coptesfml Treatment outcomes with 
standard assay (assay hmtt 400 coptes/mL) through 48 and 168 weeks are shown tn Table 3. Plasma HIV RNA 
levels were quantified wtth standard (assay limd 400 coptes/mL) and ultrasensittve (assay lbmd 50 coptes/mL) 
verstons of the AMPLICOR HIV-1 MONITOR’assay During the study. versron 1 5 of the assay was Introduced 
tn Europe to enhance detechon of non&de B virus 

able J: Outcomes of Randomized Treatment Through 411 and 168 Weeks, Study 006 

SUSTIVA + XIV + LAM SUSTIVA + IOV IDV + ZDV + LAM 
nP422 “429 n-415 

Week Week Weak Weak Week Week 
Outcome 48 
Responder’ 3% 

168 
48% 

4a 
57% 

168 
40% 

Vnologrc falloreo 642 12% 159’0 20% 13% 19% 
Dlscontlnued tar ddverse 

events 7!, 8% 6% 8% 16% 20% 
Qlscontrnueo for other 

reasons 17% 31% 2294 32% 21% 32% 
CD4t cell count (cells/mm’) 

Observed sublects (n) (279) (205) (256) (158) (228) (129) 
Mean change from 

baselme 190 329 191 319 180 329 

’ Pabents achieved and lnalntamed confnmed HIV.1 RNA <4W coples/mL through Week 48 or Week 168 
D Includes patrents who rebounded, pabents who were on study at Week 48 and fatled to achieve confirmed HIV-l RNA 

~400 cOpleS/mL at bme of drsconbnuabon. and patrents who discontinued due to lack of efftcacy 
: Includes consent wrthdrawn. lost to tallow-up, noncomplrance. never treated, mtssmg data. protocol vrolatron. death, 
and other reasons Pabents vnth HIV-1 RNA levels ~4Ott coptes/mL who chose not to conbnue m  the voluntary eden- 
slon uhases of the studv were censored at date 01 last dose of studv medlcatron 

For pabents treated wtth SUSTIVA + ztdovudme + lamfvudrne. SUSTIVA + mdutanr. or tndmavlr + ztdovudme + 
lamtvudtne. the percentage of responders mth HIV-l RNA ~50 coptesimL was 65%,50X, and 45%. respectively. 
through 48 weeks, and 43%. 31%. and 23%. respecbvelv. throuoh 168 weeks A Kaolan.Meter anaivsts of trme 
to loss of wrologcc response (HIV RNA <4M1 cop&ml) suggestb that both the trends of vtrologic response and 
differences rn response conbnue through 4 years 

ACTG 364 IS a randomtzad, double-blind. placebo-controlled, 48-week study rn NRTI-expensnced pabents who 
had completed two prtor ACTG studies One hundred runety-so pabents (mean age 41 years [range 18-76) 
74% Caucasran. 88% male) rewed NRTls m  combntabon wTlh SUSTIVA (efavtrenz) (600 mg once dally), or 
nelfmavn (NN 750 mg TID). or SUSTIVA (600 mg once dally) + nelfinawr tn a randomtzed. double-blended manner 
The mean basellne CD4t cell count was 389 cells/mm1 and mean basebne HIV-I RNA level was 8130 cop&ml 

Upon entry Into the study, all patrents were asslgned a new open-label NRTI regimen, whrch was dependent on therr 
prevtous NRTI treatment expertence There was no significant dffference tn the mean CD4t cell count among treat. 
mertt groups, the Overall mean Increase was approximately 100 cells at 48 weeks among pabents who conbnued 
on study regtmens Treatment OutCOmes are shown rut Table 4 Plasma HIV RNA levels were quanbfied wdh the 
AMPLICOR HIV.1 MONITOR” assay usmg a lower lbmtt of quanbhcabon of 500 coptesimL 

Table 4: Outcurttes of Randomized Trealmenl Through 40 Weeks, Study ACTG 364’ 
SUSTlVAtNFVtNRTls SUSTIVA+NRTls 

Outcome 
NFVtNRTlr 

n&5 .~~- ..____ ..~ “45 n.66 .-..... __-...__-.--- ~~~-- 
-HIV-l RNA ~500 cop&ml’ 

--- -.... ..~ 
71% 

HIV-1 RNA 2500 copies/ml’ 
63X-. -----52. --.. 

17% 34% 54% 
L 

A 
I[ 

Kaplan-Mefer analysis of trme to treatment failure through 72 weeks demonstrates a longer durahon of vrro 
rgrc suppresston (HIV RNA ~500 coptetiml) m  the SUSTIVA-contatnmg treatment arms 

CDC Category C  Event 2% 0% 0% 
Dtscontmuatrons for 3% 3/ 00 5% I 

adverse events 
Disconbnuahons for 

other reasons6 
a% nu W ” I _ ._ ” .I 

’ For some pabents, Week 56 data were used to conhrm the status at Week 48 
a Subjects achieved vtrologlc response (two consecuhve vtral loads <500 cop&ml) and maintalned tt 

throuoh Week 48 
e Includes vtral rebound and failure to achreve confumed ~500 coptesiml by Week 48 
C See ADVERSE REACTIONS for a safety profrle of these regnnens 
* Includes loss to follow-up, consent wtthdrawn. noncomphance 

CONTRAINDICATIONS 
SUSTIVA (efavtrenz) ts contramdlcated tn pabents vnth cbrucally stgmfnxnt hypersensrbwty to any of tts components 

SUSTIVA should not be admmistered concurrently wtth astemrzole efsapnde, mtdazolam. trtazolam. or ergot 
derlvabves because compebbon for CYP3A4 by efavuenz could result rn mhtbttron of metabolism of these drugs 
and create the potenbal for Sertous and/or hfe-threatenmg adverse events (eg. cardtac arrhythmias, prolonged 
sedabon, or respiratory depresston) SUSTIVA should not be admuustered concurrently wtth vorlconazole 
because SUSTIVA slgnlftcantly decreases vortconazole plasma concentrations (see CLINICAL PHARMACOLOGY.  
Tables 1 and 2) 

WARNINGS 
ALERT: Fmd cut about medicines that should NOT be taken wtth SUSTIVA. Thus statement is also mcluded on 
the product’s bottle labels (See CONTRAINDICATIONS and PRECAUTIONS: Drug Interactions ) 

SUSTIVA (efavlrenz) must not be used as a stngle agent to treat HIV-1 otfechon or added on as a sole agent 
to a fadmg regtmen As wdh all other non-nuclsosrde reverse transcnptase mhfbnors. reststant vtrus emerges 
raptdly when efavtrenz IS admuustered as monotherapy The chotce of new antuetrovrral agents to be used in 
combtnabon with efavlrenz should take Into consrderabon the ootenbat for vtral cross-resistance 

Psychiatric Syrttptoms: Serious psychtatnc adverse experiences have been reported rn pabents treated wtth 
SUSTIVA In controlled trials of 1008 patrents treated wtth regnnens contalnmp SUSTIVA for a mean of 2 1 years 
and 635 patrents treated wtth control reonnens for a mean of 1 5 years. the freouenev of soecd~c serious psy 
chratnc events among pattents who recetved SUSTIVA or control regnnens. respkcbvkly, were severe depres- 
sron (2 4%. 0 9%), suicrdal ldeabon (0 7% 0 3%). nonfatal surctde attempts (0 5%. 0), aggresstve behawclr 
(0 4%. 0 5%), paranord reacttons (0 4%. 0 3%). and mamc reactions (0 2%. 0 3%) When psychtatrrc symp 
tams srmtlar to those noted above were combrned and evaluated as a group tn a mulhfactorral analysts of data 
from Study 006, treatment with efavtrenz was associated wrth an Increase in the occurrence of these selected 
psychtatnc symptoms Other factors assoctated wtth an mcrease 111 the occurrence of these psychtatnc symp- 
toms were h&tory of tnlecbon drug use. psychtatnc htstory. and recetpt of psychtatnc medtcatron al study entry, 
sntvlar assoctauons were observed tn both the SUSTIVA and control treatment groups In Study 006. onset of 
new sertous psychtatnc symptoms occurred throughout the study for both SUSTIVA-treated and control-treated 
pabents. One percent of SUSTIVA-treated pabents dtsconbnued or mterrupted treatment because of one or more 
of these selected psychtatric symptoms There have also been occasIonal postmarkebng reports of death by 
suictde, delusions, and psychostslike behanor, although a causal relabonshlp to the use of SUSTIVA cannot be 
determmed from these reports Patients with serious psychtatne adverse experiences should seek lmmedrate 
medlcal evaluabon to assess the possrbrhty that the symptoms may be related to the use of SUSTIVA. and if so 
to determine whether the risks of conbnued therapy outwetgh the beneftts (see ADVERSE REACTIONS) 

Nervous System Symplomt: Rfty-three percent of patrents recervrng SUSTIVA I” controlled trials repotted 
central nervous system symptoms compared to 25% of pahents recervtng control regnnens These symptoms 
mcluded, but were not lhmtted to. dtnmess (28 1%) tnsomnta (16 3%). rmpatred concentrabon (8 3%). somno- 
lence (7 O%), abnormal dreams (6 2%). and hallucmabons (1 2%) These symptoms were severe rn 2 0% cf 
patients, and 2 1% of pabents dtsconbnued therapy as a result These symptoms usually begm durtng the furl 
or second day of therapy and generally resolve after the first 2-4 weeks of therapy After 4 weeks of therapy, 
the prevalence of nervous system symptoms of at least moderate severity ranged from 5% to 9% m  pabents 
treated with regrmens contalrnnp SUSTIVA and from 3% to 5% tn patients treated wrth a control regtmen 
Patlenls should be informed that these cotnmon symptoms were lkkely to nnprove wdh contmued therapy and 
were not predtctlve of subsequent onset of the less frequent psychtatnc symptoms (see WARNINGS: Psychiatric 
Symptoms) Dosmg at bedbme may tmprove the tolerabtbty of these nervous system symptoms (see ADVERSE 
REACTIONS and DOSAGE AND ADMINISTRATION) 

Analysis of long-term data from Study 006 (medtan follow-up 180 weeks. 102 weeks, and 76 weeks for pabents 
treated wtth SUSTIVA + ndovudme + lamlvudlne. SUSTIVA + mdlnavtr, and mdntavlr + ztdovudtne + lamtvudtne, 
respectively) showed that, beyond 24 weeks of therapy, the tnctdences of new-onset nervous system symptoms 
among SUSTIVA-treated pabents were generally stmtlar to those tn the tndtnavu-containmg control arm. 

Pabents recetvmg SUSTIVA should be alerted to the potenbal for addtbve central nervous system effects 
when SUSTIVA IS used concomnantly wrth alcohol or psychoactrve drugs 

Pabents who experience central nervous system symptoms such as dtzzmess, tmpaned concentrahon. 
and/or drowsmess should avoid potentially hazardous tasks such as driving or operabng machtnely 

Drug Interactions: Concomdant use of SUSTIVA and St John’s wori (Hyperum perforatum) or St John’s 
wart-contanvng products 1s not recommended Coadmrntstrabon of non-nucleosfde reverse transcnptase 
Inhibitors (NNRTls). tncludlng SUSTIVA (efavtrenz), wrth St John’s wart IS expected to substanbally decrease 
NNRTI concentrabons and may result rn suboptimal levels of efavirenr and lead to loss of wrologtc response and 
possrble resistance to efavnenz or to the class of NNRTls 

Reproducltva Risk PotenliaF Pregnancy Cafegory 0 Elavnenz may cause letal harm when adnrrntstered 
during the fnst trlmester to a pregnant woman Pregnancy should be avorded rn women recetvmg SUSTIVA 
Barrrer contraception should always be used rn combmabon wtth other methods of contracephon (eg. oral 
or other hormonal contracepllves) Women of chddbearmg potenhal should undergo pregnancy tesbng before 
mttiahon of SUSTIVA If this drug is used durmg the ftrst trimester of pregnancy, or If the pabent becomes preg- 
nant whrle takmg thus drug, the pabent should be apprised of the potenbat harm lo the fetus 

There are no adequate and well-controlled studtes tn pregnant women SUSTIVA should be used during 
pregnancy only If the potential benefit justtfres the potenbal risk to the fetus, such as tn pregnant women with 
out other therapeutic opbons As of July 2004, the Antlretrovna Pregnancy Regtstry has received prospective 
reports of 237 pregnanctes exposed to elavirenz-contalnmg regmtens, nearly all of which were hrst-tnmeste’ 
exposures (232 pregnanctes) Brrth defects occurred m  5 of 16.6 bve btrlhs (first-trimester exposure) and 0 of 
13 live bnths (secondithrrd-trnnester exposure) None of these prospecbvely reported defects were neural tube 
defects However, there have been tour retrospectwe reports of fmdmgs conststent wdh neural tube defects. 
mcluding menmgomyelocele All mothers were exposed to elavnenr-contalnmg regrmens m  the first trimester 
Although a causal relaltonshrp of these events to the use of SUSTIVA has not been estabhshed srmrlar defect!. 
have been observed rn prechnlcal studies of efavlrenz 



Malformahons have been observed rn 3 of 20 ~etuses/rnfants from efavlrenz-treated cynomolgus monkeys 
(versus 0 01 20 concomitant conlrols) rn a developmental toxicity study The pregnant monkeys were dosed 
throughout pregnancy (postcoltal days 20-150) wrth efawrenz 60 mglkg dally. a dose which resulted m  plasma 
drug concentrabons slmllar to those !n humans grven 600 mgiday of SUSTIVA (efavlrenz) Anencephaly and um- 
lateral anophthalmla were observed in one felus, nxroaphthalmia was observed in another fetus. and cleft 
palate was observed m  a thud fetus Efavlrenz crosses the placenta m  cynomolgus monkeys and produces fetal 
blood concentrations slmdar to maternal blood concentrahons Efaurenr has been shown to cross the placenta 
m  rats and rabbits and produces fetal blood concentrabons of efavlrenr simdar to maternal concentrations An 
Increase m  letal resorpbons was observed ln rats at efavlrenz doses that produced peak plasma concentrabons 
and AUC values III female rats equtvalent to or lower than those achieved m  humans given 600 mg once dally of 
SUSTIVA Efawrenz produced no reproducbve toXutles when given to pregnant rabbds at doses that oroduced 
peak plasma concentrations slmdar to and AUC values approiimately haliot those achieved m  humans given 
600 mg once dally of SUSTIVA. 

Antirelrovlrsl Pregnancy Repirtry: To mOodOr fetal outcomes of pregnant women exposed to SUSTIVA, an 
Anbretrowral Pregnancy Regtstry has been estabkshed Physuans are encouraged to register pabents by 
calllnp (800) 258-4263 
PRECAUTIONS 
General 
Skin Rash: In controlled chnlcal trials. 26% (266/1008) of pabents treated wdh 600 mg SUSTIVA experienced 
new-onset skm rash compared with 17% (111/635) of patients treated 1-1 control groups Rash associated with 
blistering. moist desquamabon. or ulcerabon occurred I” 0.9% (9/1006) of pabents treated wdh 
SUSTIVA The mcldence of Grade 4 rash (eg. erythema mulbforme. Stevens-Johnson syndrome) III pabenls 
treated wdh SUSTIVA I” all studies and expanded access was 0 1% The medtan bme to onset of rash m  adults 
was 11 days and the medran durabon, 16 days The drsconbnuabon rate for rash in chnlcal trials was 1 7% 
(1711006) SUSTIVA should be drsconhnued m  pattents developmp severe rash associated with bkstenng. 
desquamabon, mucosal Involvement, or fever Appropriate antlhrstamlnes and/or coltlcosterolds may mprove 
the tolerability and hasten the resolubon of rash 

Rash was reported m  26 of 57 pedlatnc pabents (46%) treated wdh SUSTIVA capsules One pedlatnc patlent 
experienced Grade 3 rash (confluent rash wdh fever). and two pabents had Grade 4 rash (erythema mulbforme) 
The medran t!me to onset of rash m  pedlatrlc pabents was 8 days Prophylaxis wdh appropriate anbhlstamines 
prior to imbatlng therapy wdh SUSTIVA m  pedlatnc pabents should be consldered (see ADVERSE REACTIONS) 

Liver Enzymes: In pabents wdh known or suspected hrstory of hepabbs B or C  mfecbon and I” pabents 
treated wdh other medlcabons assoclaied wdh hver toxlcdy. mondormg 01 hver enzymes IS recommended In 
pabents with persistent elevabons of Serum transammases to greater than five bmes the upper lhmd of the 
normal range, the benefit ol conbnued therapy wdh SUSTIVA needs to be welghed apalnst the unknown risks 01 
significant liver toxlctty (see ADVERSE REACTIONS: Laboratory Abnormalit ies) 

Because of the extensive cytochrome P450-mediated metabohsm of efavlrenz and lhmlted cbrucal experience 
in patients wdh hepahc impalmlent. caubon should be exercised m  admlnlstenng SUSTIVA to these patients 

Convulsrons: Convulsions have been observed tofrequently 111 pabents receung efawrenr, generally III 
the presence of known medical hIstory of seizures Patients who are recelvmg concomdant anbconvulsant 
m&cations prlmardy metabohred by the hvzr. such as phenylocn, carbamazeplne. and phenobarbdal, may 
require perlodlc monltormg of plasma levels Caubon must be taken in any pabent with a hlstory of seizures 

Ammal foxrcology: Nonsustamed CO~VU~~I~~S were observed m  6 of 20 monkeys recelwng efawrenr at doses 
yieldlog plasma AUC values 4. to 13. fold greater than those rn humans o~ven the recommended dose 

Choleslerol: Monltonng of cholesteril and trrglycerides should be consldered in pabents treated with 
SUSTIVA (see ADVERSE REACTIONS) 

Fal Redistribution. Redrstrtbutlon/accumulatlOn of bodv fat lncludino central obesdv. dorsocervlca fat 
enlargement (buffalo hump). peripheral wasbnp, facial hastIng. breast enlargemeni. and “cushmpold 
appearance” have been observed m  pabents receiving antlretrovlral theraw. The mechanism and lono-term con- 
sequences of these events are currently unknown Acausal relabonship’has not been estabhshed - 

Immune Reconslitulion Syndroms. Immune reconstltubon syndrome has been reported m  pabents treated 
wdh comblnatlon anhretrovlrai therapy. mcluding SUSTIVA Dung the IndIal phase of combmabon antlretrovt- 
ral treatment, patrents whose Immune system responds may develop an mflammatory response to Indolent or 
resrdual opporiunrstlc rnfecbons (such as Mycobactenom avium infectron. cytomegalowrus. Pneumocysta 
cannrr pneumonra. or tuberculosrs), which may necessitate further evaluabon and treatment. 
Information for Patients 

A statement to pahents and healthcare providers IS included on the product’s bottle labels ALERT: Fmd 
out about medicines that should NOT be taken wrth SUSTIVA. A Patient Package Insert (PPI) for SUSTIVA IS 
avadable for pabent rnformabon 

Patients should be informed that SUSTIVP IS not a core for HIV-1 mfecbon and that they may contmue to 
develop ~pp~rt~n~~h~ mfecbons and other comphcabons associated wdh HIV-1 disease Patrents should be told 
that there are currently no data demonstrabng that SUSTIVA therapy can reduce the risk of iransmlthng HIV to 
others through sexual contact or blood contammabon 

Patients should be advrsed to take SUSTIVA every day as prescribed SUSTIVA must always be used m  com- 
bmahon with other anbretrovlral drugs Pabents should be advised to take SUSTIVA on an empty stomach, 
preferably at bedbme Takmg SUSTIVA wdh food increases efavlrenz concentrations and may mcrease the 
frequency 01 adverse events Dosmg at bedtime may onprove the tolerability of nervous system symptoms (see 
ADVERSE REACTIONS and DOSAGE AND ADMINISTRATfON) Pabants should remain under the care of a physl- 
clan while taklna SUSTIVA 

Patients should be informed that central nervous system symptoms mcludmg drmness. insomnia. ImpaIred 
concentrabon. drowsmess, and abnormal dreams are commonlv reoorted durmo the first weeks of theraov with 
SUSTIVA Dosmg at bedtime may Improve the tolerabdlty of these symptoms. and these symptoms are I&ely to 
unprove with conbnued therapy Patients should be alerted to the potential for additive central nervous system 
effects when SUSTIVA IS used concomitantly wrth alcohol or psychoactive drugs Patrents should be Instructed 
that If they experience these symptoms they should avold potenbally hazardous tasks such as dnvmg or oper- 
ating machinery (see WARNINGS, Nervous System Symptoms) In chnical trials. patients who develop central 
nervous system symptoms were not more lbkely to subsequently develop psychiatric symptoms (see WARN- 
INGS: Psychtatrlc Symptoms) 

Patients should also be mlormed that serious psychlatrlc symptoms including severe depressron. suude 
attempts, aggressive behavior, delusions, paranora, and psychosis-llke symptoms have also been lofrequently 
reported m  patients recervmg SUSTIVA Patients should be Informed that if they experience severe psychratnc 
adverse experiences they should seek rmmedlate medIcal evaluation to assess the posslbibty that the symptoms 
may be related to the use of SUSTIVA. and If so, to determme whether dlsconbnuabon of SUSTIVA may be 
requred Pdbents should also mforrr thelr physuan at any hlstory of mental Illness or substance abuse (see 
WARNINGS: Psychlatrlc Symptoms) 

Pabents should be Informed that another common side effect IS rash These rashes usuallv oo awav wdhout 
any change m  lreatment In a small number 01 pabents. rash may be serloos Patients should-be adwsed that 
they should contact thetr physuan promptly 11 they develop a rash 

Women recelwng SUSTIVA should be &r&d to avard pregnancy (see WARNINGS: Reproductive Risk 
Polential) A  rehable form of barrier contraceplion should always be used in combination wrth other methods 
of contracevbon. mcludma oral or other hormonal contraceobon. because the effects of efavlrenz on hormonal 
contracepb& are not fuliy characterized Women should be advised to nohfy their physIclao if they be&e 
pregnant while takmg SUSTIVA If this drua IS used durma the Hurst trlmester of oraanancv. or if the oatlent 
b&mes pregnant &de takmg this drug, sKe should be apprised of the potenbal hermto thiletus 

SUSTIVA may mteract wdh some drugs. therefore, pabents should be adwsed to report to thelr doctor the 
use of any other prescription. nonprescrlptron medlcatlon. or herbal products, particularly St John’s wori 

Patlents should be mformed that redlstrlbubon or accumulation of body fat may occur tn patients rece~vlng anb- 
retrovlral therapy and that the cause and long-term health effects of these condltlons are not known at this bme 

Drop Interactions (sea also CONTRAINDICATIONS and CLINICAL PHARMACOLOGY.  Drop Inbraclionr) 
Efavlrenz has baen shown 111 vrvo to Induce CYP3A4 Other compounds that are substrates of CYP3A4 nuy have 
decreased plasma concanbabons when coadmmlstered vvlth SUSTIVA (efavlrenz) In vdm studies have demonstrated 
that efavlrenz lnhlbds X9. X19. and 3A4 ~sozym-ss rn the range of observed efavlrenz plasma concentrabons 
Coadmlnlstrabon of efaviren2 ath drugs pnmanly metabollzed by these lsoiymes may result ln aiiered plasma 
concentrabons of the coadmmlstered drug Therefore, appropriate dose adlustments may be necessary for these drugs 

Drugs which Induce CYP3A4 acbvlty (eg, phenobarbdal. rlfampln, rdabubn) would be expected to locrease 
the clearance of efavirenz resulbng I” lowered plasma concentrabons Drug mteractlons with SUSTIVA are sum- 
marued in Table 5 

Table 5’: Drugs That Should Nol Be Coadministsred Wdh SUSTIVA 

Drug Class Drugs Wdhin Class Net To Be Coadminirtered With SUSTIVA 
Anbhrstammes astermzole 
Eenzodrazepmes midazolam. trrazoldm 
GI Motlldy Agents 
Anb-Mrgrame 
Anbfungal 

cisaprlde 
ergot derlvabves 
vorlconazole 

Established Drug Inlsnctions 
Drup Name EffBCf 
Atazanavrr 1 atazanavir 

Clinical Commsnt 
When coadmmlstered with SUSTIVA III treairient-;;;i;~~~nts;the~ 
recommended dose of atazanaar 1s 300 mg wdh ntona& 100 mg 
and SUSTIVA 600 mg (all once dally) Dosing recommendations for 
SUSTIVA and atazanavlr m  treatment-experienced patlents have not 
been established 

Clardhromycm 1 clardhromycln Plasma concentrabons decreased by SUSTIVA. chn~cal slgmhcance 
Concentration unknown In unmfecled volunteers, 46% developed rash tide 

t 14.OH metabohte recervlng SUSTIVA and clarlthromycm No dose adjustment ol SUSTIVA 
concentration IS recommended when given wtth clardhromycm Alternaltves to clar- 

Ithromycm. such as anthromycln. should be consldered (see Other 
Drugs. ~ol lowmg table) Other macrohde anbblobcs. such as ecythro- 
mycin, have not been studled m  combmatron wdh SUSTIVA 

lndrnavlr I mdmaur The opbmal dose of mdmawr, when gwen m  comblnatron wdh 
concentration SUSTIVA, IS not known IncreasIng the mdmavlr dose to 1000 mg 

every 0 hours does not compensate lor the lmcreased lndlnawr metab 
olrsm due to SUSTIVA When Indmavrr at an Increased dose (1000 mg 
every 8 hours) was grven wdh SUSTIVA (600 m(l once dally). the mdl- 
nawr AUC and C,,, were decreased on average by 33.46% and 39. 
57%. respectively, compared to when lndinavlr (B&l mg every 6 hours 
was given alone. 

Lopmavlrl 1 lopmawr A dose rncrease of lopmavrrlntonawr to 5331133 mg (4 capsules 
rrtonawr c0ncenlratlon or 6 5 mL) twrce dally taken vnth food IS recommended when used I” 

combmabon with SUSTIVA 
Methadone 1 methadone Coadmmrstrabon III HIV-Infected Indltiduals wdh a hlstory of 

concentration inlectlon drug use resulted IO decreased plasma levels of methadone 
and signs of oprate wdhdrawal Methadone dose was increased by a 
mean 0122% to alleviate withdrawal symptoms Patients should be 
monltored Ior signs of wlthdrawal and their methadone dose increased 
as requrred to alleviate wdhdrawal symptoms _____-- --.-_~. -- 

lthmyl estradlol f ethinyl estradlol Plasma concentrabons Increased by SUSTIVA; clmlcal slgnlflcance 
concentration unknown Because the ootenbal mteracbon of efavrrenz wrth oral con- 

tracepbves has not been fully characterized, a r&able method of barn. 
-~ 
+fabutln 1 rdabubn 

concentration 
3dampln 1 efavlrenz 

er contracepbon should be used m  adddron to oral contracephves --.-.-- 
Increase dally dose 01 rdabutm by 50% Consider doubbnp the 
rifabubn dose in regrmens where rrfabubn IS given 2 or 3 bmes a week 
Clmlcal slgmficance of reduced efawrenz concentrations unknown 

idonavir 

jaqunavrr 

;ertrahne 

concentration 
f rdonavlr 

concentrabon 
f efawrenz 

concenirabon 
1 saqulnavlr 

concentrabon 
i sertrahne 

concentrabon 

~___.- .----... 
Combination was associated wdh a hrgher frequency of adverse 
clmlcal experiences (eg, drlzlness, nausea. paresthesia) and laboratob 
abnormalrbes (elevated hver enzvmesl Monttonno of liver snzvmes IS 
recommended when SUSTIVA r;used m  combmatron wdh nt&awr 
Should not be used as sole protease mhtbdor in combmatlon 
with SUSTIVA 
Increases ln serirahne dose should be guided by chnlcal response 

Other PotentlaIty Clinically Slgnlficanl Drug or Herbal Product lntsracbons With SUSTIVA’ 

Anticoagulants Plasma concentrations and effects potentlallv increased or decreased 

I Warfarm 
Anticonvulsants 

Phenylom 
Phenobarbital 

by SUSTIVA 
Potenbal for reducbon III anbconvulsant and/or eiavlrenz plasma levels, 
periodic mondonng of anbconvulsant plasma levels should be conducted 

Carbam&ne 

Antlfungals 
ltraconazole 
Ketoconazole 

Anti-HIV orotease mhlbltors 

Drug mteracbon studies with SUSTIVA and these lmldazole and trlazols 
antdungals have not been conducted SUSTIVA has the ootential to 
decrease plasma concentrations of Itraconazole and ket&onazole 

Saqui&lntonanr combmatlon No pharmacokmebc data are avallable 

No studies have been performed w!th other NNRTls 

Expected lo substanbally decrease plasma levels of efavlrenz, has not 
been studled m  comblnabon wdh SUSTIVA 

b This table IS not all-lnclusrve 

OtherDrugs: Based on the results of drug Interaction studres (see Tables 1 and 2). no dosage adjustment IS ret 
ommended when SUSTIVA is given wdh the fol lowmg aluminum/magnesium hydroxrde antacrds. azlthromycm 
cehmme. famoildine. fluconazole. lamlvudlne, lorazepam. nelfmawr, paroxetme. and zidovudme 

Specrfic drug mteracbon studres have not been performed with SUSTIVA and NRTls other than lamivudme and 
zidovudme Chmcally slgnlficant interactlons would not be expected srnce the NRTls are metabohzed vu a ddferent 
route than efavlrenz and would be unkkely to compete for the same metatmkc enzymes and el lmmabon pathways 



Carcinogenaofs, Muta@snsslr, and lmpairmant “I Ferlillty 
Long-term carcmogemclty studkes m  mice and rats were carried out wdh efavm?nz Mice were dosed with 0, 25, 
75, 150, or 300 mg/kg/day lar 2 years lncldences of hepatacellular adenomas and canlnomas and pulmonary 
alveolaribronchlolar adenomas were Increased above background m  females. No lncmases m  tumor mcldence 
above background were seen m  males In studies I” which rats were admmistered efavirenz at doses of 0. 25, 
50, or 100 mg’kglday for 2 years. no mcreases m  tumor mcidence above background were observed The sys- 
temlc exposure (based on AU&) m  mice was approximately 1 7-fold that m  humans rece!vmg the 600.mg/day 
dose The exposure m  rats was lower than lhat III humans The mechanisnl of the carcmogemc potential IS 
unknown However, m  genetlc toxicology assays, efavlrenz showed no evidence of mutagemc or clastogemc 
activity I” a battery of ,n wtro and #I V,M studies These Included bacterlal mutahon assays I” S typh!munum 
and E cob. mammahan mutdtlon assays m  Chmese hamster ovary cells. chromosome aberration assays m  
human peripheral blood lymphocytes or Chmese hamster ovary cells, and an m  wvo mouse bone marrow 
micronucleus assay Given the lack of genotorlc achvdy of efawrenz, the relevance to humans of neoplasms m  
elavirenz-irealed mice IS not known 

Efavlrenz did not ~~npair matmg or fertlltty of male or female rats, and did not affect sperm of treated male 
rals The reproduchve performance of oflsprmg born to female rats g!ven efawrenz was not affected As a result 
of the rapld clearance of efavlrenz m  rats, systemic drug exposures achieved m  these studies were equivalent to 
or below those achieved m  humans given therapeuhc doses 01 efavirenz 

Pregnancy 
Pregnancy Category D  See WARNINGS: Reproductive Risk P”lential. 
Nursing Mothers 

The Centars for Dlsaase Control and Prevenl~on recommend lhaf HIV-infected mothers not breast-feed 
their infanls to avoid risking uorlnalal tranfmlssion of HIV. Althouah It IS not known II efavirenz IS secreted m  
human milk. efawrenz IS se&ted mto the milk of lactatmg rats Be&se of the potential for HIV transmlsslon 
and the potential for serious adverse effects fn nurstng infants. molbars should be inslrucfed not to breast-leed 
11 they are receiving SUSTIVA (efavfrenr) 
Psdiatrlc Use 

ACTG 362 IS an ongomg. open-label study m  57 NRTI-experienced DedlatrlC pabents to characterize the 
safety pharmacokmebcs. and antlwral acbvdy of SUSTIVA in combmabon with nelflnavlr (20-30 mglkg TID) and 
NATis Mean age was 8 years (range 3-16) SUSTIVA has not been studled m  pedlatrlc patients below 3 years 
of age or who weigh less than 13 kg At 48 weeks, the type and frequency of adverse experiences was generally 
slmllar to that of adult pabents wtth the exceptloo of a higher mcldence of rash. which was reoorted I” 46% 
(X/57) of pediatric patrents compared to 26% of adults, and a higher frequency of Grade 3 or 4 rash reported 
m  5% (3/57) of pediatric patients compared to 0 9% of adults (see ADVERSE REACTIONS, Table 7) 

The starbng dose of SUSTIVA was 600 mg once daily adfusted to body sire, based on weight. targeting AUC 
levels m  the range of 190-380 pM*h The pharmacokinetics of efavlrenz m  pediatric pabents were similar to the 
pharmacokmetlcs m  adutts who received 600-mg daily doses of SUSTIVA In 48 pedlatrlc pabents recelvmg the 
equivalent of a 6O&mg dose of SUSTIVA. steady-state C,,, was 14 2 f 5 8 pM (mean t SD), steady-state C,,, 
was 5 6 f 4 1 pM, and AUC was 216 t 104 pM*h 
Gerlafrlc Use 
Cltmcal studies of SUSTIVA did not mclude sufflclent numbers of sublects aged 65 years and over to determme 
whether they respond dlfferentlv from Younoel subiects In aeneral. dose selecbon for an elderlv oahent should 
be cautzous. refl&g the greaier fre&nc~ot de&eased hepatlc. renal. or cardiac function anddf concomitant 
disease 01 other therapy 

ADVERSE REACTIONS 
The most slgmflcant adverse events observed m  patients treated with SUSTIVA are nervous system symptoms, 
psychlatnc symptoms. and rash Unless othemse speahed. the analyses described below Included 1006 pattents 
treated wdh regrmens contaInlog SUSTIVA and 635 pabents treated with a control regimen m  controlled trials 

Nervous Syrtom Symptoms Fifty-three percent of patients recelwng SUSTIVA reported central nervous sys- 
tem symptoms (see WARNINGS. Nervous Syrlsm Symptoms) Table 6 lhsts the frequency of the symptoms of 
dlfferenl degrees ot severity and gives the dlscontlnuatlon rates m  chmcal trials for one or more of Ihe follow- 
mg nervous system symptoms dlzzlnesS. msclmma, Impaired concentmbon. somnolence. abnormal dreammg, 
euphorta, ~O~~USIO~. agltabon. amnesia. hallucmahons. stupor, abnormal thmkmg. and depersonahzation The 
frequencies of spec111c central and peripheral nervous system symploms are prowded m  Table 6 

Table 6: Percent 01 Patients with One or Mare Selected Na~our System Symplomsk.k 

as a result of symptoms 
a Includes events reported regardless of causakty 
b Data horn Study 006 and three Phase 2/3 studies 
c “Mild” = Symptoms which do not Interfere wdh patlent’s dally actlvllies 
a “Moderate” = Svmotoms which mav Interfere wcth dadv actlvlbas 
0 “Severe” = Events which Interrupt iatlent’s usual dady’actlvlties. 

Psychiatric Symptoma: Serious psychiatric adverse experiences have been repotted m  pabents treated with 
SUSTIVA In controlled trials. the frequency ‘of specific serious psychlalric symptoms among pabents who 
received SUSTIVA or control regimens, respectively, were severe depressjon (2 4%. 0 9%). suicidal ldeatlon 
(0 7%. 0 3%). nonfatal suicide attempts (OS%, 0), aggressive behavior (0.4%. 0 5%). paranoid reacbons (0 4%, 
0 3%). and mahfc reacttons (0 2%, 0 3%) (see WARNINGS: Psychiatric Symptoms). Addthonal psychtatnc 
symptoms observed at a frequency of >2% among patients treated with SUSTIVA or control regimens, respec- 
tlvely, m  controlled chnlcal trials were depresston (19%. 16%). anxiety (13% 9%), and nervousness (7%. 2%) 

Skin Rash: Rashes are usually mdd-to-moderate maculopaoular skm eruptions that occur wlthm the ftrsl 2 
weeks of mlbatlng therapy wdh SUSTIVA In most pahents. rash resolves wdh coobmung SUSTIVA therapy wdhm 
one month SUSTIVA can be relmbaled IFI patients mterruptmg therapy because of rash Use of appropriate anbhis- 
tamlnes and/or cotllcosterolds may be considered when SUSTIVA IS restarted SUSTIVA should be dlsconhnued 
m  pahents developing severe rash associated with bhstenng. desquamabon. mucosal Involvement. or fever The 
frequency of rash by NC grade and the dlscontlnuatlon rate; as a result of rash are provided m  Table 7 

maculopapular rash, 
dry desquamatlon 
Veslculation moist 
desquamatlon, ,..-.. ~. 

Table 1. Percsnl of Patients wflh Treatment-Emergent RarhkJ (conbnuod) 

SUSTIVA 600 mg SUSTIVA Control 

Percent of 
Once Daily AduNs Podiatric Pallonls 

uaocrlpllon Of 
Groups Adulls 

Patients with: Rash Grads’ (“=YO*’ 0 
(a;;7) W W  

Grade 4 rash Efythema multlforme. 
Stevens-Johnson 
syndrome, 
toxic epidermal 
necrolysas, necms 

Treatment 

requmng surgery, 
exfohahve dermabbs Of 35 00 

-- -I 
dlscontinuabon 
as a result of rash . . 17 88 03 
a Includes events reported regardless of causality 
b Data from Study 006 and three Phase 2/3 studies 
c NCI Gradmg System 

As seen III Table 7, rash IS more common m  pediatric pauems ano more onen ot tugner grade (le. more 
severe) (see PRECAUTIONS: General) 

Experience wtth SUSTIVA (efawrenz) m  patients who dlscontlnued other antlretrovlral agents of the NNRTI 
class IS lhmded Nineteen patients who dlscontmued newrapme because of rash have been lrealed wllh 
SUSTIVA Nme of these patients developed mild-to-moderate rash while recelvmg therapy wtlh SUSTIVA, and 
two of these patients dlscontlnued because of rash 

Pancreatitis has been repolted, although a causa relabonshlp with efavlrenz has not been estabhshed 
Asymptomabc meteases m  serum amylase levels were observed in a slgmflcantly higher number of pabents 
treated wdh efavlrenz 600 mg than tn control pallents (see ADVERSE REACTIONS: Laboratory Abnormrllllts). 

Selected clinlcal adverse experiences of moderate or severe mtenslty observed in ~2% of SUSTIVA-treated 
pattents in two controlled chnical trials are presented in Table B 

Table 6: Selected Treatment-Emergent8 Adverae Evenb 01 Moderate or Severe lnlsnrify Reported In r2: 
of SUSTIVA-Trealed Patienfa fn Studier 006 and ACTG 364 

Adverse Events Study 906 Study ACTG 364 
LAM, NNRTI-, and Prolease NRTf-expsrlsnced, NNRTI- and 

Inhlbllor-Naive Patlenk Protoare Inhlbllor-Naive Palienlr 
SUSTIVA” SUSTIVA’ lndinavir SUSTIVAb SUSTfVA” Nelfinavlr 

ZDViAM 
+ 

Z&AM 
+ Nellinavir 

lndinavtr + NRTN N&r Nf&s 
(n-412) (il=415) b=‘w m=w (n=65) 

180 weeks’ 
WV 

102 weeks’ 76 weekor 71 1 weskr~ 70.9 waslr# 62.7 weeks’ 
Body as a Whole 

Fallgue 8% 5% 9% 0 2% 3% 
PaIn 1% 2% 8% 13% 6% 17% 

Csnlral and 
Peripheral 
Nsrvour System 

Dtuiness 9% 9% 2% 2% 6% 6% 
Headache 8% 5% 3% 5% 2% 396 
Insomnia 7% 7% 2% 0 0 2% 
Concentrallon 5% 3% <l% 0 0 0 

ImpaIred 
Abnormal dreams ;; 1% 0 - - - 
Somnolence 2% <l %  0 
Anorexia 1% <l% <I% 0 

Gartrointesbnal 
Nausea 
Vomlbng 
Dlatrhea 
Dyspepsia 
Abdommal pam 

Psychiatric 
AilXlt?ty 2% 4% <l% - - - 
Depression 5% 4% 4% 3% 5% 
Nervousness 2% 2% 0 2% ii 2% 

Skin 6 Appendages 
Rash 11% 16% 5% 9% 5% 9% 
Prurttus 4% 1% 1% .___.- .-----?‘L 9% 5% 

a Includes adverse events at leaSI possibly related to study drug 01 of unknown relabonshlp for Study 006 
Includes all adverse events regardless of relatIonship to sludy drug for Study ACTG 364 

b SUSTIVA prowded as 600 mg once dally 
r Median durabon of treatment 
- = Not Speclfled 
ZDV = zldovudme, LAM = lamlvudme 

Cknlcal adverse experiences observed III ~10% of 57 pediatric patients aged 3 to 16 years who received 
SUSTIVA (efawrenz) capsules, nelfmavlr, and one 01 more NRTls were rash (46%), dlarrhetiloose stools (39%). 
fever (21%), cough (16%). dlzzmess/l lghtheadedtfamtmg (16%). achelpamldlscomfort (14%). nausetivomlbng 
(12%). and headache (11%). The mcldence of nervous system symptoms was 16% (10/57) One pallent 
experienced Grade 3 rash, two patients had Grade 4 rash, and hve pattents (9%) dlscontmued because of rash 
(see also PRECAUTIONS: Skin Rash and Podiatric Use) 
Poslmarkebng Experience 

Body as a Whole allergic reactlons, asthema. redlstnbutlonlaccumulatlon 01 body fat (see PRECAUTIONS: 
Fat Rsdlotribution) 

Central and Penphsral Nervous System abnormal coordmation. ataxla, con~uIs~ons. hypoesthesla. 
paresthesia, neuropathy, tremor 
Endocwe. gynecomasha 
Gastromtesbnal constIpalion. malabsorphon 
Cardwascular f lushmg. palpitations 
Lwer and Bdtaty System. hepahc enzyme Increase, hepatlc ladure, hepahbs 
Metabohc and Nuhtmnal hypercholesterolemla, hypeitrlgfycendemta 
Musculorkeletal arthralgla, myalgla. myopathy 
Psycbfatric aggressive reacllons, agltatlon. delusions. emotlonal labddy. mania. neuroses, paranoia. 
psychosls. suicide 
Respmtocy dyspnea 
Skm andAppendages ery?hema mulhforme, nail disorders. photoallerglc dermatitis, skin dlscolorabon, 
Stevens-Johnson syndrome 

I Spenal Senses abnormal ws~on, tmmtus 



Laboratory Abnormalitras 
Selected Grade 3-4 laboratory abnormalrbes reported m  22% of SUSTIVA (efavirenz).treated patients rn two 

ckmcal trials are presented in Table 9 

Table 9: Selected Grade 3-4 Laboratory Abnormali lss Reported In ~2% ol SUSTIVA-Trealed Patlents in 
Studies 006 and ACTG 364 

Study 008 Sludy ACTG 3M 
LAM-, NNATI-. and NRTI.%rp%rltnced. NNRtl- and 

Protmn Inhibltor.Nalrs Patianta R&are Inhibitor-Naive Patisnts 
SUSTIV# SUSTIVA* lndinavlr SUSlIVA’ SUSTlVA* Nslltnrir 

I ZDVMN + lndrnavlr + ZDVAAM + Nelflnavir + NFtTlt + NRTlr + NRTIs 
(lk412) (rl.41.5) (flx401) (n&4) WV 

krlable Umlt 188 weeks 1M weeks’ 
(4 

76 Y%%kf~ 71.1 watw 70.9wstw 62.7 weeks’ 
:hemrstry 
AL1 ,5x ULN 5T 8% 5% 2% 6% 39. 
AS1 ,5x ULN 5% 6% 55 6% 8% 8% 
GGT’ >5 x ULN 8% 710 3% 5% 0 55, 
Amylase >2 x ULN 4% 4% 0 6% 2% 
GIUCW >250 mgdt 3% 3% :I 5% 2Ob 3% 
lrlQfycendesa .751 rnrgidt 9% 6% 8% 11% 8% 17% 

iematoloW 
Neutroshlls <75Dlmtn’ 10% 3% 5% 2% 3% 2% 

’ SUSTIVA provided as 600 mg one% dally 
D  Medran duratron 01 treatment 
r Isolated ele~alrons of GGT rn patrents receiwg SUSTIVA may reflect eniyme mductron net associated wtih lkver taxrcny 
r Nonfastrng 
ZDV = zrdovudrne 
LAM = larnwudine 
ULN = Upper knrrt of normal 
ALT = abnrne amrnotransferase 
AST : aspartate amrnotransferase 
GGT = gamma-glutamyltransterase 

Liver functron tests should be monItored rn pabents wdh a history of hepabbs Band/or C  In the long-term 
data set from Study 006. 137 patients treated wtth SUSTIVA-contammg regnnens (median duratron of therapy, 
68 weeks) and 84 treated with a control regrmen (medran durahon, 56 weeks) were seroposrbve at screenrng 
tor hepabbs B (surface anhgen posdrve) and/or C  (hepatlbs C  anbbody posdw) Among these co-Infected 
patrents. elevauons m  AST to greater than five times ULN developed m  t 3% of patients rn the SUSTIVA arms 
and 7% of those rn the control arm, and elevabons in ALT to greater than five times ULN developed in 20% of 
patrents in the SUSTIVA arms and 7% of patrents In the control arm Among co-Infected pabents. 3% of those 
treated wrth SUSTIVA-contamlng ragnnens and 2% in the control arm discontinued from the study because of 
lhver or brhary system drsorders (see PRECAUTIONS: General). 

Llp~ds Increases from basebne m  total cholesterol of 10.20% have been observed rn some unrnfected 
volunteers recervrng SUSTIVA In pabents treated with SUSTIVA + zidovudme + lamwudrne. increases from 
baselme rn nonfastma total cholesterol and HDL of approxlmatefv 20% and 25%. resoectrvelv. were observed 
In patrents treated &h SUSTIVA + fndmavrr, rncreases from baseline m  nonfastmg chole&rol and HDL of 
approximately 40% and 35%. respecbvely, were observed Nonfashng total chofssterol levels a240 m@/dL and 
~300 mg/dL were reported fn 34% and 9%, respecbvely, of pabents treated wdh SUSTIVA + zldovudme + 
lamrvudrne, 54?6 and 20%. respecbvely. of pabents treated wdh SUSTIVA + mdrnavrr, and 28% and 4%. respec- 
trvely, of patients treated wdh mdmavn + zrdovudme + lamivudrne The effects of SUSTIVA on tnolvcerrdes and 
LDL were not well characterfzed smce samples were taken from nonfasbng patients The clwal srgrnfrcance 01 
these frndmgs IS unknown (see PRECAUTIONS: General) 

Cannabuwd rest lnleracrton Efavrrenz does not bmd to cannabmord receptors False-posnrve urine 
cannabrnord test results have been observed m  non-HIV-Infected volunteers recervrng SUSTIVA when the 
Microgenrcs CEDIA” DAU Multl-Level THC assay was used for screenmg Negabve results were obtamed when 
more specrfrc confrrnratory testmg was performed wdh gas chromatography/mass spectrometry. 

Of the three assays analyzed (Micropews CEDIA DAU Multi-Level THC assay, Cannabmord Enzyme 
Immunoassay [Dragnosbc Reagents, Inc.], and AxSYM’ Cannabrnrnd Assay), only the Mrcrogenrcs CEDIA DAU 
Multr-Level THC assay showed false-posnrve results. The other two assays provrded true-negabve results The 
effects of SUSTIVA on cannabmord screenmg tests other than these three are unknown. The manufacturers of 
cannabmord assays should be contacted for addrtronal lnformabon regardrng the use of therr assays wdh 
patrents recervrng efavrrenz 

OVEROOSAGE 
Some patrents accrdentally taking 600 mg twrce dally have reported Increased nervous system symptoms One 
patrent experienced rnvoluntary muscle contracbons 

Treatment of overdose wdh SUSTIVA should consrst of general suppodwe measures, mcludmg monnormg 
01 wtal srgns and observatton of the pabent’s chrncal status Admmrstratron of acbvated charcoal may be used 
to ard removal of unabsorbed drug There IS no specrfrc anbdote for overdose wdh SUSTIVA Smce efavrrenz IS 
hrghly protern bound, dralysrs IS unkkely to slgndicantly remove the drug from blood 

DOSAGE AND ADMINISTRATION 
Adults 
The recommended dOS.SQe of SUSTIVA is 600 mg orally, once dally. m  combrnabon wth a protease mhrbdor 
and/or nucfeosrde analogue reverse transcriptase mhibrtors (NRTls) It is recommended that SUSTIVA be taken 
on an empty stomach, preferably at bedtime The increased efavirenz concentratrons observed following 
admrnrstrabon of SUSTIVA with food may lead to an rncrease rn frequency of adverse events (see CLtNkXl 
PHARMACOLOGY:  Elfect ot Food on Oral Aboorptkm) Dosing at bedtime may rmprove the tolerabdlty of nervous 
system symptoms (see WARNINGS: Nervous System Symptoms, PRECAUTIONS: tnformatton for Pattents, and 
ADVERSE REACTIONS).  

Concomdant Antrretmvrral Therapy: SUSTIVA must be given rn combmatron with other antiretrovrral 
medrcations (see CLINICAL PHARMACOLOGY:  Drug Interactions and PRECAUTIONS: Drug tnteractmns and 
INDICATIONS AND USAGE) 
Pedlatrlc Patients 
It IS recommended that SUSTIVA b% taken on an empty stomach preferably at bedtrme Table 10 describes the rec- 
ommended dose of SUSTIVA for pedlatrrc patients 3 years of age or older and werghinp between 10 and 40 kg The 
recommended dosage of SUSTIVA for pedratnc patients weighrng greater than 40 kg IS 600 mg, once dally 

Table 10: Pedtatrlc Dose To Be Administered Once Dally 

Body Weight ~--.-______ __ 
kg Ibf ___-- 

1oto<15 22 to <33 
15 to <20 33 to <44 
20 to <25 44 to <55 

SUSTtVA 
Dose (mg) 

200 
250 
300 

25 lo ~32 5 55 to ‘71 5 350 
32 5 to 540 71 5 to <88 400 

a40 rRR ml” I 

HOW SUPPLIED 
Capsules: 
SUSTIVA” (efavrrenz) capsules are avadable as follows 

Capsules 2W spare sold color. reverse printed wrth ‘SUSTIVA’ on the body and rmpnnted “200 mg” on the cap 
Bottles Of 90 NDC 0056-0474-92 

Capsules I&J rng are whde. reverse prrnted vvlth “SUSTIVA” on the body and nnpnnted “100 mg” on the cap 
Bottles of 30 NDC 0056-0473-30 

Capsules 50 rrrpare gold color and whrte. pruned wrth SUSTIVA on the gold color cap and reverse prrnted 
“50 mg” on the whde body 

BoHles of 30 NOC 0056-0470-30 
Tablets: 
SUSTlVA* (efavrrenz) tablets are avarIable as follows 

Tablets 600 trrg are yellow. capsular-shaped, Idm-coated tablets, wrth “SUSTIVA” printed on both sides 
Bottles of 30 NDC 0056-0510-30 

SUSTIVA capsules and SUSTIVA tablets should be stored at 25-C (77°F). excursrons permdted to 15”.30°C 
(59’.86’F) (see USP Controlled Room Temperature] 

Drstrrbuted bv 

$16 Bristol-Myers Squibb Company 
Princeton, NI 08543 U.S.A. 

SUSTIVA” IS a regrstered trademark of Bristol-Mvers Saurbb Pharma Comoanv , 
Other brands hsted are the trademarks of then respectrve owners and are not trademarks of Bristol-Myers 
Squrbb Company 

51-022486-06 
0 Brrstol-Myers Squrbb Company 2005 

1187089 
Revrsed February 2005 

PATIENT INFORMATION 
SUS’I’IILA” (sus-TEE-vah) 

%ONLY 

[efavirenz (eh-FAH-vih-rehnzj] 
capsules and tablets 
ALERT: Find out about medicines that should NOT be taken with SUSTIVA. 
Please also read the section “MEDICINES YOU SHOULD NOT TAKE WITH SUSTIVA.” 

Read thus mformatron before you start takrng SUSTIVA Read rt agam each bme you refill your prescnpbon. 
rn case there IS any new mlormabon This leaflet provrdes a summary about SUSTIVA and does not Include 
everythIn@ there IS to know about your medrcme This mformabon is not meant to take the place of talking with 
your doctor 
What Is SUSTIVA? 
SUSTIVA rs a medrcme used rn combrnabon wdh other medrcmes to help treat fnfecbon wdh Huma? 
lmmunodefrcrency Vws type 1 (HIV-l). the vrrus that causes AIDS (acqwred nnmune defrcrency syndrome) 
SUSTIVA is a type of anti-HIV drus called a “non-nucleosrde reverse transcrfotase mhibdor” (NNRTI) NNRTls 
are not used rn the treatment of Human lmmunodefrcrency Vrrus type 2 (HIV-i) mfecbon. ’ 

SUSTIVA works by lowering the amount of HIV-1 m  the blood (vrral load) SUSTIVA must be taken wrth other 
anti-HIV medrcmes When taken wth other anb-HIV medrcrnes. SUSTIVA has been shown to reduce vrral load 
and mcrease the number of CD4t cells. a type of nnmune cell in blood SUSTIVA may not have these effects m  
every pabent 

SUSTIVA does not cure HIV or AIDS People taking SUSTIVA may stdl develop other rnfechans and complr- 
cabons Therefore, It IS very Important that YOU stay under the care of vour doctor 

SUSTIVA has not been shown to reduce the rusk of passrng HIV to others Therefore, contrnue to practrce 
safe sex, and do not use or share dnty needles 
What ara the possible side etfech 01 SUSTIVA? 
Serious psychiatric problems. A small number of pabents experrence severe depressron, strange thoughts, or 
angry behavrar whde takrng SUSTtVA Some patients have thoughts ot suicide and a few have actually commrt- 
ted surcrde These problems tend to occur more often rn pabents who have had mental rllness Contact yourdoc- 
tor rrght away 11 you thank you are havrng these psychratnc symptoms, so your doctor can decrde 11 you should 
contrnue to take SUSTIVA 

Cortmten side ellects. Many pattents have dkzzrness. trouble sleepmg. drowsmess. trouble concentratmg, 
and/or unusual dreams dunno treatment wdh SUSTIVA These side effects may be reduced rf you take SUSTIVA 
at b%dtrme on an empty stomach They also tend to go away after you have taken the medrcrne for a few weeks 
If you have these common srde effects. such as drmness. It does not mean that vou wrll also have serious 
psychiatric problems, such as severe depressron. strange thoughts, orangry behawor’Tell your doctor rrght away 
d any of these srde effects continue or If they bother you It IS possrble that these symptoms may be more severe 
11 SUSTIVA IS used with alcohol or mood altering (street) drugs 

If you are dozy. have trouble concentratmg, or are drowsy, avoid actrvrbes that may be dangerous, such as 
drrvfng or operabng machrnery 

Rash IS common Rashes usually go away without any change m  treatment In a small number of pahents, 
rash may be serrous If you develop a rash, call your doctor rrght away Rash may be a serious problem In some 
cblldren. Tell your chrld’s doctor right away II you nobce rash or any other side effects whde your chrld I!; 
takmg SUSTIVA 

Other common side effects mclude tiredness. upset stomach. vomnmg. and drarrhea 
Changes in body fat. Changes fn body fat develop rn some patients taken@ antr-HIV medrcrne These changes 

may include an mcreased amount of fat m  the upper back and neck (“buffalo hump”), m  the breasts. and around 
the trunk Loss of fat from the legs, arms. and face may also happen The cause and long-term health effects 01 
these tat changes are not known 

Tell your doctor or healthcare prwder 11 you nobce any srde effects whde takmg SUSTIVA 
Contact your doctor belore stoppmg SUSTIVA because 01 side effects or for any other reason 
Thus IS not a complete hst of srde effects possrble with SUSTIVA. Ask your doctor or pharmacrst for a man’ 

complete lkst of srde effects of SUSTIVA and all the medwres You wdl take 
How should I take SUSTIVA? 
Gsnrral lrrlormal#xr 
* You should take SUSTIVA on an empty stomach, preferably at bedtlme 
- Swallow SUSTIVA wth water 
f Takmg SUSTIVA wrth food mcreases the amount of medrcrne m  your body, whrch may rncrease the frequency 

of srde effects 
* Taking SUSTIVA at bedtrme may make some srde effects less bothersome 



SUSTIVA (eiawrenz) must be taken m  combuwon wfth other ant!-HIV medunes If you take only SUSTIVA, 
the medicme may stop Working 
Do not nuss a dose of SUSTIVA If you iorpei to take SUSTIVA. take the mtssed dose nghi away, unless 11 
IS almost bme for your next dose Do not double the next dose Carry on wth your regular dOSlop schedule 
If you need help m  planning the best t imes to take your medlclne, ask your doctor or pharmacist 
Take the exact amount of SUSTlVA your doctor prescribes Never change the dose on your own Do not stop 
this medune unless your doctor tells you to stop 
If you belwe you took more than the prescribed amount of SUSTIVA, contact your local Poison Control 
Center or emergency room nght away 
Tell your doctor ii you start any new melllclne or ChanQe how you take old ones Your doses may need 
adustment 
When your SUSTIVA supply starts to run low, get more from your dodor or pharmacy This IS very ~mpor- 
tant because the amount of virus m  your blood may mcrease 11 the medune IS stopped for even a short tune 
The wus may develop reststance to SUSTIVA and become harder to treat 
Your doctor may want to do blood tests to check for certain side effects while you take SUSTIVA 

COpSll lOS 
* The dose of SUSTIVA capsules for adults IS 600 mQ (three 200.mg capsules. taken together) once a day by 

mouth The dose of SUSTIVA for chddren may be lower (see Can chlldren take SUSTIVA?) 

Tablets 
- The dose of SUSTIVA tablets for adults IS 500 mg (one tablet) once a day by mouth 

Can chlldren fake SUSTIVA? 
Yes children who are able to swallow capsules can take SUSTIVA Rash may be a serloos problem m  some chil- 
dren Tell your chdd’s doctor nQht away If you notice rash or any other side effects while your child IS taking 
SUSTIVA The dose of SUSTIVA for chddren may be lower than the dose for adults Capsules containmg lower 
doses of SUSTIVA are awlable Your chdd’s doctor wtll determme the nghi dose based on your chdd’s webght 

Who should not take SUSTIVA? 
Do not take SUSTIVA Ii you am allergic 10 the acbve mgredleni. eiavirenz. or to any of the inactive mgredlents 
Your doctor and pharmacist hwe a ikst of the macbve InQredlaniS. 

What should I avoid white taking SUSTIVA (eisvlrsnz)? 
* Woman taking SUSTtVAshould not become pregnant. Serious buth defects have been seen m  the oiisprlng 

of animals and women treated with SUSTIVA during pregnancy It IS not known whether SUSTIVA caused 
these detects Tell your doctor rtgbt away ii you are pregnant. Also talk wih your doctor 11 you want to 
become pregnant 

* Women should not rely only on hormone-teased blrih control. such as pills. mlectlons, or Implants, because 
SUSTIVA may make these contracepbves lneifecbve Women must use a reliable form of barrier contraceo- 
bon. such &a condom or diaphragm, even If they also use other methods of buth control 

f Do not breast-food II you are faking SUSTIVA. The Centers for Disease Control and Prevention recommend 
that mothers with HIV not breast-feed because they can pass the HIV through their milk to the baby Also, 
SUSTIVA may pass through breast milk and cause serious harm to the baby Talk with your doctor II you are 
breast-feedlog You may need to stop breast-feedlng or use a dlfierent medune. 

- Taking SUSTIVA with alcohol or other medunes causmg slmllar side effects as SUSTIVA, such as drow- 
ness, may Increase those stide effects. 

* Do tnot take any other medwws wthout checklog with your doctor These medicines mclude prescnpbon 
and nanprescr~pbon medlcmes and herbal products, especially St John’s welt 

Before using SUSTIVA, tall your doctor ii you 
- have problems wth your leer or have hepatitis. Your doctor may want to do tests to check your hver while 

you take SUSTIVA 

f have aver had mental illness or are osmg drugs or alcohol. 

* have ever had sa~zoros or am takmg medicine for seizures [for example, Dllanbn” (phenflom), TeQretol* (car- 
bamazeplne), or phenobarbdal] Your doctor may want to check drug levels m  your blood from bme 10 bme 

What lmportani mlormahon should I know about takfng other msdicinas wdh SUSTIVA? 
SUSTIVA may change the effect of other medlcinss. includinl ones for HIV. and caosa setloos side affects 
Your doctor may Change your other medwes or change their doses Other medlcmes, InClUdlnQ herbal ptod- 
ucts. may affect SUSTIVA For this reason, il Is wry important to: 
- let all your doctors and ph.umaclsts know that you take SUSTIVA 

* tell your doctors and pharmausts about all medunes you take This mcludes those you buy over-the-counter 
and herbal or natural remedies 

Bring all your prescrlpbon and nonprescrlpbon medunes as well as any herbal remedies that you are iakmg 
when you see a doctor. or make a lkst of ihelr names. how much you take, and how often you take them This WIII 
gwe your doctor a complete plctute of the medunes you use Then ha or she can decide the best approach for 
your sltuabon 

Takmg SUSTIVA (eiawenz) with St. John’s wori (Hypencumpsrforafun~j, an herbal product sold as a dietary 
supplement. or products COntalnlnQ St John’s wart IS not recommended Talk wth your doctor pi you are 
taking or are Planning to take St John’s wart Taking St John’s wolf may decrease SUSTIVA levels and lead 
to mcreased viral load and possible reSIStawe to SUSTIVA or cross-reslsiance to other anil-HIV drugs 

MEDICINES YOU SHDULD NOT TAKE WITH SUSTIVA (ofavirenz) 
The IOIIOWI~Q medunes may cause serious and Ikfe-ihreaienlnp side effects when taken wth SUSTIVA You 
should not take any of these medunes whde taking SUSTIVA 
- Hismanal” (astemlrole) 
* Propulsld’ (ctsapnde) 
* Versed* (mldazolam) 
* Halclon” (tnazolam) 
* Ergot medicabons (for example. WtQramC and Cafergo?) 

The following medune should not be taken wth SUSTIVA smce It may lose Its effect or may mcrease the chance 
of having side efiecis from SUSTIVA 
* Vfend” (vonconazole) 

The iol lowmg medunes may need to be replaced wth another medune when taken with SUSTIVA (eiavwenz) 
- Forlovase*, Inwrase” (saqulnaur) 

* Blaxln” (clarlihromycln) 

The iollowng medlcmes may need to have thetr dose changed when taken with SUSTIVA. 
+ Cnxlvan” (indmawr) 
* Kaletra’ (lopmanrintonavw) 
- Methadone 
* Mycobutln’ (niabutm) 
- REYATAZ’ (aiazanawr sulfate) Ii you are taking SUSTIVA and REYATAL you should also be taking Now‘ 

(ntonavw) 
* Zoloit* (serlralme) 

Theta am not all the medicines that may cause problems ii you take SUSTIVA. Se sore lo toll your dot. 
for about all medicines that you lake. 
General advice about SUSTIVA: 
Medicines an sometimes proscribed for conditions that am not mentioned in patient Information loallots. 
Do not use SUSTIVA for a condition for which it was not prescrfbrd. Do not give SUSTIVA to other people, 
even It they havs the samo svmutoms YOU have. It mav harm them 

Keep SbSTIVA at room te&raiute (77°F) in the bottle Qwen to you by your pharmacist The temperature 
can range from 59’ to 86’F 

Keep SUSTIVA out of the reach of chddren 
This leaflet summarizes the most Important iniormabon about SUSTIVA Ii you would lhke more iniormabon, 

talk wih your doctor You can ask your pharmacist or doctor for the full preSCrlblnQ miormabon aboct 
SUSTIVA. or you can wt the SUSTIVA websIte at h~~p//wwwsusbvacomor call l-800-321-1335 

SUSTIVA* IS a replstered trademark of Bristol-Myers Squibb Pharma Company 
REYATAZ” 15 a registered trademark of BrIstoLMyers Squibb Company 
Other brands hsted are the trademarks of theu respecilve owners and are not trademarks of Bristol-Myers 
Squlbh Company 
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